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A 


pA2 concept 
of opioid receptor affinity 
label, 193 
Acetaminophen probe 
in glutathione turnover stud- 
ies, 735-36 
Acetohydroxamic acid 
use in combined drug therapy, 
78-79 
Acetylcholine 
inositol phospholipid hydroly- 
sis stimulation, 152 
in muscle relaxation, 185 
in phosphoinositide turnover, 
149-50 
in vasodilation, 179-80 
N-Acetylcysteine 
vascular tolerance of, 178 
a-1 Acid glycoprotein (AGP), 


cumulative effects of, 647 
detoxification, 647 
effect on sensory and motor 
neurons, 651-52 
Actin 
myosin interactions of, 611 
Acute toxicity tests 
alternative toxicology testing, 
41 


Adenosine 
caffeine antagonism of, 289 
in hypertension, 635 
in neurogenic vasoconstric- 
tion, 632 
Adenosine receptors 
and norepinephrine, 635 
Adrenal glucocorticosteroids 
see Steroids 
Adrenaline 
Developmental studies of, 5, 
12-13 
a-Adrenergic 
pathways 
effect on growth hormone 
release, 473 
B-Adrenergic 
agonists 
facilitating adrenergic 
neurotransmission, 623 
asthma, theory of, 398-99 
blocking agents 
cardioselectivity, 280-81 


in dynamic training, 279-80 
hemodynamics and exer- 
cise, 275-84 
Satiety system, 139 
Adrenergic neurotransmitteis 
and norepinephrine in hyper- 
tension, 623 
and presynaptic receptors in 
hypertension, 627-33 
a-Adrenergic receptors 
in phosphoinositide break- 
down, 150-51 
B-Adrenergic receptors 
link to cyclic AMP formation, 
605 
smooth muscle relaxation with 
stimulation of, 613 
with sarcoplasmic Ca**, 606 
Adrenoceptors 
and norepinephrine release, 
635 
afferents 
see Primary afferents 
Agent orange 
reproductive toxicity, 581- 
82 
Alcohol 
myocardial depressant, 295 
and exercise, 294-95 
Aldose reductase 
accumulation of sugar alco- 
hols, 692-93 
in diabetic nephropathy, 709- 
10 


inhibitory susceptibility, 698 

regulation of basement mem- 
brane thickening, 708 

Aldose reductase inhibitors 

in prevention of diabetic cata- 
ract, 696-702 

introduction, 691-93 

pharmacophor requirements, 
698 


schematic site model, 697-98 
Alkalosis 
use in combined drug therapy, 
88 
Allergic rhinitis 
steroid therapy of, 389 
Allergies 
Immunoglobulin-E mediated, 
382-85 
late-phase reaction, 385 
N-Ally! levallorphan 
and gastrointestinal function- 
ing, 261 


Alrestatin 
diabetic cataract prevention 
by, 696 
treatment of diabetic neurop- 
athy by, 706 
Amantadine 
use in combined drug therapy, 
82 
American Society of Clinical 
Pharmacology, 30 
Amethocaine HC1 
with opthalmic irritancy test- 
ing, 232 
Amiloride 
use in combined drug therapy, 
5 


Amines 
clearance by lungs, 98-101 
uptake by lungs, 99 
Amino acids 
effect on food intake, 134-35 
in glutathione synthesis, 718 
y-Amino butyric acid (GABA) 
food intake inhibition, 134 
Aminoglycosides 
use in combined drug therapy, 
75-16 
148-Aminonormorphinone 
(NAM) 
as morphine receptor, 199- 
200 


Aminopterin 
inhibition of folate reductase, 


Amoscanate 
schistosomiasis treatment by, 
485, 501-2 
adverse effects, 502 
Amoxicillin 
endocarditis prevention by, . 
372 
use in combined drug therapy 
with probenicid, 77 
cyclic AMP (adenosine 3',5' 
monophosphate) 
caffeine effects on, 290 
phospholipid metabolic effects 
of, 148 
smooth muscle contraction/re- 
laxation, 605-14 
smooth muscle relaxation, 
171, 182-83, 605-14 
as second messenger, 185 
cyclic AMP-dependent protein 
kinase 
actin-myosin interactions, 611 
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axonopathy, 643-66 
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myosin phosphorylation, 608— 
9, 614-15 
stoichiometric phosphoryla- 
tion, 607-8 
Amphetamines 
anorectic effect of, 139 
clearance by lungs, 99 
and exercise, 297 
Ampicillin 
tolerance, 368 
use in combined drug therapy 
with Probenecid, 77 
Analgesia 
relation to central nervous sys- 
tem, 255 
Analgesic ligands 
in opioid receptor affinity 
labeling, 193 
Analgesics 
narcotics, 50 
Anaphylaxis 
role in allergic diseases, 391 
Ancorenin 
as angiotensin-converting en- 
zyme, 309 
Androgens 
and exercise, 296 
Anesthetic gases 
role in reproductive toxicity, 
574-75 
Anesthetics 
general, 46-50 
CO, response, 46, 50, 53 
hypoxic response, 47, 50 
respiratory depression, 52 
intraveneous 
effects on respiration, 48 
Angina 
unstable, 426 
Angiopathy 
diabetic, 707-9 
Angiotensin 
in neurotransmission, 623 
and norepinephrine release, 
627 
role in hypertension, 635 
Angiotensin I 
early research, 20-21 
Angiotensin II 
early research, 20-21 
effects on exercise, 285 
Angiotensin-converting enzyme 
(ACE) 
developmental studies of, 
20 
metabolism in lungs, 103 
Angiotensin-converting enzyme 
inhibitors, 307-23 
bicyclic, HOE-498, 315 
effects on exercise, 285 
introduction, 307-8 
microbially derived, 308-10 
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non-sulfhydryl, 313-16 
phosphorous containing, 
316 


sulfur containing, 310-12 
Angiotensin receptors 
with norepinephrine, 635 
Animal protein factor 
antipernicious anemia efficacy 
of, 11 
Animal testing 
alternatives, 37 
acute toxicity testing, 230— 
36 
LDS0O test, 230-32 
opthalmic irritancy testing. 
232-35 
cell and organ cultures, 226- 
38 
chronic toxicity testing, 236- 
41 
computer modeling, 228-31 
definition, 227 
introduction, 225-27 
Antacids 
in combined drug therapy, 
adverse effects, 88 
types of, 90 
Antagonists 
narcotic, 53 
Antiarrhythmics 
and exercise, 287-88 
Antibacterial synergism 
use in combined drug therapy, 
71 
Antibiotic tolerance 
clinical isolates, 367-68 
definition, 351-53 
detection, 358-67 
disk-diffusion test, 367 
Eagle effect, 365 
minimal bactericidal con- 
centration (MBC), 
358-66 
phenotype tolerance, 359- 
65 
time-kill studies, 366-67 
introduction, 349-53 
laboratory mutations, 355-58 
tolerant versus nontolerant 
pathogen studies, 369-72 
Anticholinergic drugs 
use in combined drug therapy, 
83 
Antidiarrheals 
synthetic, 265-66 
Antigenic determinants 
see Steroid receptor functional 
domains 
Antimicrobial drug combinations 
developmental studies of, 70- 
78 


Antipyrine 
in breast milk, 686 
Appetite cascade system 
illustration of, 128 
Appetite regulation 
neuropharmacology of, 135- 
41 
Appetostats 
in regulation of eating be- 
havior, 128, 133-35 
Arachidonic acid 
antiinflammatory steroid ac- 
tion, 397-98 
smooth muscle relaxation, 
180-82 
Arcuate neurons 
with growth releasing hor- 
mone factor, -466 
Arsenic 
chromosomal aberrations and, 
575 
Arsenocholine 
developmental studies of, 7 
Arteria! thrombosis 
local perfusion of, 422 
see also Streptokinase therapy 
Arte:ial vasodilation 
and endothelial cells, 183- 
84 
Asbestos 
lung cancer and, 521 
Aspartame 
effects on eating behavior, 
130 
Aspirin 
in breast milk, 684 
and exercise, 291-93 
paradoxical hyperthermia, 
293 
Ataxia 
and acrylamide, 646 
Atenolol 
in breast milk, 686 
and exercise, 282 
Atherosclerosis 
effect of xenobiotic metabo- 
lism on, 104, 107 
ATP 
in myosin phosphorylation, 
595-98 
and neurogenic vasoconstric- 
tion, 632 
Atropine 
and cyclic guanosine 
monophosphate, 176 
muscarinic receptor antago- 
nist, 179 
in smooth muscle relaxation, 


Autocoids 
in smooth muscle relaxation, 
172, 184 
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Autolysins 

pH effects on activity, 361 
Autolytic enzymes 

antibiotic tolerance, 353-55 
Axonal degeneration, 648-50 
Axonal transport, 644-46 

anterograde, 644-45, 651 

axonal degeneration, 648-50 

in diabetic neuropathy, 706 

gradient hypothesis, 645-46 

protein synthesis, 650-51 

retrograde, 653-55 

neural regeneration, 654-55 

tubulin binding, 655-56 
Axonopathy 

acrylamide induced, 643-66 

introduction, 643-44 

see also Axonal transport 
Azaribine (triacetyl-6-azauridine) 

psoriasis therapy, 16 


B 


BABA (8-Adrenergic receptor 
blocking agents) 
early research on, 19 
CO, response during exercise, 


smooth muscle relaxation and, 


Bacteria 
gram-negative 
in combined drug therapy, 
70, 78 
gram-positive isolates 
antibiotic tolerance of, 349- 


Barbiturates 
hypnotic effects, 56 
Basophils 
steroid effects on, 391 
in vitro, 393-94 
Benzene 
chromosomal aberrations with, 


Benzo(a)pyrene 
clearance by lungs, 116 
metabolism of, 107 
Benzodiazepines 
effect on respiration, 57 
Benzomorphans 
electrophilic opioid receptor 
labeling, 202 
and gastrointestinal tract func- 
tioning, 254-56 
Benzothiopyrano indazoles 1A- 
IV 


schistosomiasis therapy with, 
491-92 
Bicuculline 
developmental studies of, 5 


Bladder 
effects of spinal opiates, 453- 
54 
Bleomycin 
effect on pulmonary hyperten- 
sion, 106 
Bloom’s syndrome 
clastogenic factors in, 519, 
522 
Bombesin 
effect on satiety modulation, 
133, 140 
Boron 
reproductive toxicity of, 576 
Bowman-Birk inhibitor 
in tumor promotion, 517 
Bradykinin 
early research on, 19-20 
Breast cancer 
sex steroid induction of, 548 
Breast milk 
drugs in, 667-89 
introduction, 667-68 
protein binding of, 683-84 
volume and milk/plasma 
ratios of, 682-83 
Bromocriptine 
use in combined drug therapy, 
82 
Bronchial asthma 
B-adrenergic system and ste- 
roid effects on, 398-94 
chemical mediators, 387 
effect on pulmonary mast 
cells, 386 
etiology of, 382-83 
mucus secretion in, 386 
Building materials 
smoke toxicity of, 334 
Buprenorphine 
and constipation, 251, 254 
as morphine agonist, 216 
Burroughs-Wellcome Founda- 
tion, 28 
Butacaine sulfate 
opthalmic irritancy testing by, 
232 
Butorphanol 
effect on constipation, 251 


Cc 


(C3H) 10Ty1/2 cells 

effect on tumor promotor, 517 
Cadmium 

reproductive toxicity of, 576 
Caffeine 

in breast milk, 684 

and exercise 

-caicium relationship during 
exercise, 289-90 
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effect on central nervous 
system, 288-89 
effect on performance, 291 
effect on skeletal muscle, 
289-90 
substrate mobilization, 290- 
91 
review of literature on, 771- 
72 
Calcitone 
as satiety agent, 140 
Calcium?* 
as B-adrenergic stimulant, 606 
effect on calmodulin exzyme 
complex, 596 
in smooth muscle relaxa- 
tion, 612 
and ionophores, 149 
inositol phospholipid turnover 
and diacylglycerol syner- 
gism, 160-62 
myosin phosphorylation 
effect on smooth muscle 
contraction, 595-605, 
614 
maintenance of, 603 
smooth muscle relaxation by, 
182-85 
Calmodulin 
and myosin phosphorylation, 
609-11 


Calmodulin-myosin light chain 
kinase system, 595-96 
Cancer 
nasal 756-57, 765 
Cannula occlusion 
treatment of, 426 
Capillary basement membrane 
thickening in diabetics, 707-8 
Capsaicin 
at opiate binding sites, 435 
Captopril 
adverse effects of, 311-12 
Angiotensin converting en- 
zyme inhibitor, 307 
early research on, 21 
effects on exercise, 285 
hypertension therapy, 311-12 
nerve stimulus response, 630 
Carbachol 
during phosphoinositide dis- 
appearance, 151 
Carbaryl 
and reproductive dysfunction, 
577 
Carbidopa 
combined drug therapy 
adverse effects, 80-81 
with levodopa, 79-80 
Carbon dioxide / 
stimulation and response, 45— 
46 
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Carbon disulfide 
reproductive toxicity, 570 
Carbon monoxide 
smoke toxicity, 336 
Carcinogenesis 
chemical, 112 
two-stage, 509-10 
Cardiovascular disease 
see Drugs and exercise, 275— 
88 
Cardiovascular drugs 
review of new literature, 772 
Cardiovascular function 
spinal opiate effects on, 452- 
53 


Catalase 
DNA strand damage, 519 
in tumor promotion, 515-17 
Catecholamines 
caffeine stimulation, 290 
as sympathetic nerve activity 
index, 634-35 
uptake relating to hyperten- 
sion, 633 
Cell diffeventiation 
chick oviduct, 556 
Cell proliferation 
from formaldehyde, 753-56, 
761 
Cell wall inhibitors 
antibiotic tolerance of, 349- 
51, 359-60 
in combined drug therapy, 
75-76 
Cell wall synthesis 
antibiotic tolerance, 357 
Central a-agonists 
hemodynamics and exercise, 
277 
Central nervous system 


growth hormone releasing fac- 


tor of, 464-66, 473-74 
Cephalothin 
tolerance of, 368 
Cephradine 
developmental studies of, 19 
Chemical Industry Institute of 
Toxicology 
formaldehyde studies, 746- 
77 
Chick lysozyme gene 
steroid hormone effect on re- 
spiration, 548 
Chick oviduct 
cell differentiation, 556 
Chlorambucil 
Angiotensin converting en- 
zyme inhibitor, 318 
Chloramercuriacetamide 
moiphine agonism of, 215 
Chiorcyclizine (CHLORCY) 
clearance by lungs, 99-100 
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Chlordecone 

reproductive toxicity of, 577 
B-Chiornaltrexamine (B-CNA) 

effect on opioid receptor affin- 

ity labeling, 207-11 

Chloroprene 

reproductive toxicity of, 578 
B-Chioroxymorphamine (B- 

COA) 
morphine analgesic effect of, 


Chlorphentermine (CHLORPH) 
clearance by lungs, 99-100 
Chlorpromazine (CHLORPR) 
clearance by lungs, 99 
Cholecystokinin (CCK) 
satiety modulation by, 131-32 
Choline acetyltranferase 
see Axonal transport 
Chorioallantoic membrane 
opthalmic irritancy testing by, 
234-36 
Chromatin 
role in DNA transcription, 
557 
structure of 
steroid hormone effect on, 
552-53 
steroid receptor complex- 
induced change in, 550 
Chrome ring system 
aldose reductase inhibition, 
697 
Chronic granulomatous disease 
of mutagenesis, 517-19 
Cimetidine 
in breast milk, 680 
use in combined drug therapy, 
88 
Clara cell toxicity, 111 
Clinical pharmacology 
American college of, 30 
historical aspects of, 27--31 
Cocaine 
effects on exercise, 297 
Codeine 
in breast milk, 684 
respiratory effects, 51 
Colchicine 
and tubulin binding, 655-S6-. 
Common chemical sense 
response to formaldehyde in- 
halation, 748-49 
Corneal epiteliopathy 
diabetic, 702-3 
Corneal keratopathy 
diabetic, 703 
Coronary thrombosis 
streptokinase therapy of, 415- 
16 
Corticotropin-releasing factor 
agent of satiety, 140 


Cortisone 
xenobiotic uptake effects of, 


Cranio-spinal irradiation 
lymphoblastic leukemia treat- 
ment, 24 
Cryptococcal meningitis 
combined drug therapy of, 70 
Cyclizine 
clearance by lungs, 99 
Cystathionine pathway 
of hepatic glutathione synthe- 
sis, 719-20 
cysteine 
effect on smooth muscle re- 
laxation, 176 
glutathione 
regulation of, 716 
synthesis of, 718 
turnover of, 732-34 
Cytochrome P-450-dependent 
activity 
in acrylamide biotransforma- 
tion, 647-48 
in lungs, 101 
Cytosolic Ca?* 
in phospholipid breakdown, 
148 


D 


D-Ala2-D-LeuS (DADL) 
and morphine constipation, 


in motor dysfunction, 452 
D-Ala2-D-LeuS-enkephalin 
feeding stimulation of, 137 
D-Ala2,Leu enkaphalin (DALA) 
in opioid receptor affinity 
labeling, 206 
D-Ala2LeuS enkephalin 
(DALECK) 
electrophilic opioid affinity 
labeling, 205-6 
3-Deazauridine 
developmental studies of, 23 
Dermal toxicity testing 
relation to opthalmic testing, 
235-36 
Dexamethasone 
bronchial asthma therapy of, 
386 
role in tumor promotion, 513 
Dextropropoxyphene 
respiratory effecis of, 51 
Diabetic cataracts 
aldose reductase and, 693-702 
aldose reductase inhibitor aid 
to, 696-702 
formation of, 695 
polyol-initiated, 693 
protein synthesis role in, 695 
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Diabetic mellitus 
polyol pathway relation to, 
706 


Diabetic neuropathy 
nerve conduction velocity in, 
705 
sorbitol accumulation of, 705 
Diacylglycerol 
inositol phespnolipid turnover 
and Ca?* synergism, 160- 
62 
phospholipid metabolism 
effects of, 148 
Diallylnormorphine (DANM) 
effect on gastrointestinal func- 
tioning, 259-61 
Diaminostilbene 
male reproductive toxicity of, 


Dianabol 
and exercise, 296 
Diazepam 
ethanol interactions of, 33 
respiratory effects of, 49- 
50 


Dibromochloropropane (DBCP) 
occupational exposure 
gonadotoxic effects, 572 
induced sterility, 567 
relation to azoospermia and 
oligospermia, 571 
Y-chromosome nondisjunc- 
tion, 572 
Diet 
and cancer, 522-23 
Diethylstilbestrol 
hyperestrogenism by, 574 
Digitalis 
and exercise, 287 
‘y-diketones 
axonopathy, 643 
7,12 Dimethylbenz(a)anthracene 
metabolism of, 107 
DIN 53-436 method 
polymer toxicity assay, 340 
Dinitrololuene 
reproductive toxicity of, 578 
Diphenoxylate 
as antidiarrheal opioid, 261 
Dipterex 
see Metrifonate 
Disopyramide 
in breast milk, 684 
Diuresis 
enhanced, 84, 87 
Diuretics 
and exercise, 276 
loop type, 84-87 
potassium-losing, 86 
thiazide, 84-85 
DNA 
binding 


effect of steroid hormones, 


binding sites 
with steroid receptors, 557 
with sex steroid receptors, 
549-50 
biosynthesis 
lucanthone and hycanthone 
effects on, 486-87 
cell-specific alkylation, 112 
footprinting 
of growth hormone receptor 
complexes, 544 
long-term repeat sequence 
synthesis, 535 
molecular cloning, 537 
oxygen radical damage to, 
518-20 
protein cross links and formal- 
dehyde, 756-60 : 
protein interactions with, 541 
steroid hormone 
effects on DNA-sensitive 
regions, 552-53 
-dependent enhancers, 541 
steroid receptor alterations of, 
550 
supercoiling, 553-55 
viral 
synthesis of, 535 
Donnan principle 
in lens hydration of diabetic 
cataracts, 694 
Dopa 
developmental studies of, 12 
C-Dopa 
in pressor amine formation, 
14 
Dopamine 
developmental studies of, 12 
use in combined drug therapy, 
9 


Dopaminergic drugs 
use in combined drug therapy, 
82-83 
Dorsal root ganglion cells 
opiate binding sites of, 435 
Douglas fir 
see Smoke toxicity 
Doxapram 
CO, stimulation by, 48 
respiratory stimulation by, 60 
Draize eye irritancy test 
criticism, 226 
dermal toxicity testing and, 
235-36 
refinements and replacements 
for, 232-35 
Drug dependence 
literature review, 774-75 
Drugs 
and exercise, 275-305 
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Dulcitol 
accumulation in tissue, 692 
Duodenal ulcers 
combined drug therapy for, 
88 


Dylox 
see Metrifonate 
Dynorphin 
feeding stimulation of, 137 
as morphine receptor, 209 
motor dysfunction and, 452- 
53 
Dyphylline 
in breast milk, 686 
Dyskinesias 
drug induced, 81 


E 


Eagle effect 
of antibiotic tolerance, 365 
Eating behavior 
pharmacology of, 127-46 
Ecdysone hormone 
effect on gene expression, 555 
Electrical field stimulation 
in smooth muscle relaxation, 
184 
Embolism 
see Streptokinase therapy 
Enalapril 
as angiotesin converting re- 
ceptor inhibitor, 313-15 
Enalaprilic acid 
and ethyl ester, CI-906, 313- 
15 


Endocarditis 
antibiotic tolerance of, 369, 


enterococcal 
multiple drug therapy for, 
74 


Endoethenoletrahydrooripavine 
opioid receptor affinity label- 
ing and, 203 
B-Endorphin 
cross tolerance of, 449 
effect on opioid feeding sys- 
tem, 137 
growth hormene release and, 
473 
in gastrointestinal propulsion, 
249 
as spinal opiate, 443 
in upper gastrointestinal tract, 
264 
Engelbreth-Holm-Swarm tumor 
basement membrane produc- 
tion, 708 
Enkephalin analogues 
as opioid receptors, 200-1 
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Enkephalin receptors 
and gastrointestinal function- 
ing, 255 
Enterococcal infections 
multiple drug therapy of, 74- 
75 


Environmental chemicals 
male reproductive dysfunction 
and, 567-92 
Eodoacetamide 
morphine antagonism of, 215 
Eosinophils 
bronchial asthma and, 392 
Epichlorohydrin 
occupational exposure effects 
of, 582-83 
Epinephrine 
norepinephrine release and, 
631 


Epitheal permeability 
changes during bronchial 
asthma, 382-84 
Erythrocyte 
aggregation in diabetes, 708 
Escalation 
caffeine-calcium relationship 
to, 289-90 
Ethanol 
Diazepam interactions, 33 
Ethylene dibromide 
reproductive toxicity of, 578 
Ethylketazocine 
as morphine receptor, 209 
Etonitazene 
opioid receptor affinity label- 
ing and, 203 
Etorphine 
gastrointestinal functioning 
and, 256 
European Cooperative Study 
see Myocardial infarction 
Exercise 
and drug biotransformation, 
275-305 
Exfoliative cytology test 
as opthalmic irritancy testing, 
233 
Eye irritancy testing 
alternative toxicity tests, 241 


F 


Fatophobia 
in US, 127 
Fentanyl 
opioid receptor affinity label- 
ing, 203 
respiratory effects, 52, 57 
Ferricyanide 
smooth muscle relaxation and, 
174 
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Fetotoxicity 
Animal testing alternatives, 
238-4 
cell culture systems, 240— 
41 
embryo organ cultures, 
239-40 
invertebrate systems stud- 
ies, 240 
Filariasis 
Chemotherapeutic studies, 10 
Fire models 
smoke toxicity testing 
dynamic exposure systems, 
340-42 


static exposure systems, 
339-40 
Flavonoids 
aid to diabetic cataract preven- 
tion, 696 
Florida, University of, 2 
Fluoropolymers 
smoke toxicity of, 335 
Folate reductase 
developmental studies of, 12 
Folic acid 
in pernicious anemia therapy, 
11 


Formaldehyde 
biochemical disposition of, 
756-60 
cell proliferation and, 753-56 
covalent binding of, 757-62, 


toxicity 
DNA single strand binding, 
753-54 
inhalation bioassay find- 
ings, 746-47 
introduction, 745-46 
quantitative risk estimation, 
745-67 
Fumaramido ethyl esters 
in morphine analgesia, 202 
B-Funaltrixamine 
blocking morphine receptors, 
212-14 
katazocine receptors and, 213 
morphine constipation and, 
254 


as selective analgesic ligand, 
210-15 
B-Fuoxymorphamine 
agonist of opioid receptor 
affinity labeling, 211 
morphine receptors and, 213 


G 


Gaiactose 
hyperosmotic effect of, 692 


Gastric inhibitory peptide 
in plasma glutathione, 476 
Gastrointestinal propulsion 
and central nervous system, 
255-57 
endogenous opioid peptides 
and, 262-65 
opioid effects on, 249-73 
peripherially selective opioids 
and, 257-62 
spinal opiate effects on, 453 
Gene expression 
glucocorticoid regulated, 541- 
43 
post-transcriptional control of, 


sex steroid regulation of, 546- 
50 
see also Lysozyme, Metal- 
lothionein, and Steroid 
hormones 
Gene transfection 
of DNA, 537 
Gene transcription 
protein-protein interactions of, 
550-52 
see also RNA polymerase II 
Glucocorticoid 
effects on chromatin structure, 
553 
glycoprotein processing and, 
556 


growth hormone production 
and, 475 
Glucocorticoid receptors 
DNA binding 
hormone regulatory regions 
of, 545-46 
functional domains of, 534 
Gluconeogenesis 
alcohol effects on, 294 
Glucose 
eating behavior regulation 
and, 129 
Glucose-1-phosphate (Cori-ester) 
discovery and synthesis of, 8 
*y-Glutamylcysteine 
glutathione and formation of, 
717 
‘y-Glutamyltransferase 
glutathione turnover and, 736 
Glutathione 
disulfide oxidized form of 
(GSSG) 
acrylamide axonopathy and, 
647, 657 
Ca?* homeostasis and, 721 
canalicular transport of, 776 
liver detoxification and, 716 
oxygen toxicity defense by, 
716 
precursors, 718-19 
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synthesis of, 716-22 
hydrogen peroxide reduc- 
tion in, 715 
see also Hepatic glutathione, 
Plasma glutathione 
Glutathione synthetase 
glutathione biosynthesis and, 
718 
Glycerine 
fertility studies, 583 
Glycol esters 
reproductive toxicity of, 580- 
81 


Glycolysis 
acrylamide axonopathy and, 
657-59 
Gonococcal infections 
combined drug therapy for, 77 
Good Laboratory Practice reg- 
ulation, 35 
Growth hormone releasing factor 
(GRF) 
age factors in, 476-77 
growth hormone secretion, 
466-73 
hypothalamic GRF, 464 
immunoreactivity in fetuses 
of, 464-66 
ontogeny of, 464-66 
somatic growth effects of, 
477-78 
somatocrinin and, 463-83 
testing of, 470-72 
cyclic-guanosine 3' ,5'- 
monophosphate 
vascular smooth muscle re- 
laxation and, 171-91 
accumulation of and 
methylene blue, 175 
acetylcholine relation to, 
179-80 
introduction. 171-72 
platelet aggregation and, 
183 


Guanylate cyclase 

cyclic-guanosine 3' ,5'- 
monophosphate accu- 
mulation and, 172-73 

inhibitors, 185 

muscarinic receptors and, 179 

smooth muscle relaxation and, 
185 


H 


Heparin 
effects on thrombolysis, 420- 
21, 425 
Hepatic glutathione 
cysteine and regulation of, 
729-30 


‘y-glutamylcysteine formation, 
nS te 


precursor 
reutilization of, 735 
transport 
canalicular, 725-26 
carrier-mediated, 723-26, 
739 
competition for, 726-27 
sinusoidal, 722-25 
turnover, 731-39 
cysteine recycling, 732-34 
fasting and, 736 
homogeneity of pool, 737 
precursor-product rela- 
tionships, 737-39 
rate of, 732 
thiol redox system, 720-22 
Hepatotoxicity 
animal toxicity testing alterna- 
tives to, 237 
Heroin 
gastrointestinal functions and, 


High-energy phosphate com- 
pounds 
axoplasmic transport and, 656 
Hormones 
gut 
as satiety modulators, 130- 
35 


Hycanthone 
antitumor activity of, 487 
cross resistance with oxamni- 
quine, 489-91 
schistosomiasis treatment, 
485-89 
Hydralazine 
and exercise, 284 
Hydrocarbons 
fluorinated 
respiratory effects of, 48 
reproductive toxicity of, 580- 
81 
Hydrochlorothiazide 
in breast milk, 680 
Hydrogen chloride 
smoke toxicity of, 336 
Hydrogen cyanide 
smoke toxicity of, 336 
Hydrazone 
opioid receptor affinity label- 
ing and, 216 
Hydroperoxide 
relation to glutathione, 721 
3-Hydroxymorphinan 
morphine analgesia in, 203 
Hydroxy radicals 
DNA damage by, 520 
5-Hydroxytryptamine 
paraquat uptake and, 112 
pulmonary clearance, 98-100 
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Hydroxyzine 
respiratory effect of, 58 
Hypercalcemia 
combined drug therapy for, 88 
Hypercapnia 
hypoxic stimulation in, 45 
Hyperglycemia 
diuretic cataract prevention 
and, 698 
glutathione secretion and, 476 
Hyperosmotic effect 
galactose and sugar alcohol 
induced, 692 
Hyperplasminemia 
streptokinase therapy of, 415- 
16 


Hyperpolarization 
spinal opiates and, 437 
Hypertension 
fixed-dose drug therapy for, 
86 


angiotensin converting enzyme 
inhibitors in, 307-8, 318 
and exercise, 275 
see also Norepinephrine re- 
lease, 621-41 
Hyperthermia 
salicylates and, 293 
Hypoglycemia 
alcohol consumption and, 294 
Hypokalemia 
combined drug therapy for, 
84-87 
Hypothalamic growth hormone 
releasing factor, 474 


Imipramine 
clearance by lungs, 99-100 
metabolism of, by lungs, 101 
paraquat uptake by lungs and, 
114 


Immunoglobulin E 
allergies mediated by, 382-86 
in late phase reaction, 384— 


phospholipase inhibition and, 
398 
Immunoglobulin G 
allergic diseases and, 392 
Immunoglobulins 
steroid effects of, 393 
Indolapril 
angiotesin converting enzyme 
inhibitor, 313-15 
Indole alkaloids 
tumor promotion by, 512 
Indomethacin 
cyclic-guanosine 3',5' 
monophosphate and, 176 
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cyclic GMP and cyclic AMP 
production and, 180 
Industrial chemicals 
potentially harmful, 570-84 
Inositol phospholipid 
turnover 
protein kinase-C effect on, 
158-59 
Inositol phospholipid phospho- 
diesterases 
Ca?* dependency of, 154-55 
see also phosphodiesterase 
Inositol 1 ,45-trisphosphate 
Ca?* metabolism and, 157-58 
Institut f. Therapeutisch 
Biochime, 17 
Insulin 
body-adiposity signaling of, 
135 


Interspecies sperm penetration 
assay 
fertility prediction from, 569 
5-lodudeoxyuridine 
developmental studies of, 18 
see also Smallpox, chemother- 
apy of 
4-Ipomeanol 
pulmonary toxicity of, 117-18 
see also Clara cell toxicity 
Isocapnia 
hypoxic stimulation and, 45 
Isohypercapnic technique 
carbon dioxide stimulation by, 
44 
Isomiazid 
in breast milk, 684 
Isoproterenol 
P-light chain phosphorylation 
and, 606 
Isosorbide dinitrate 
effects of exercise, 286-87 


K 


Katazocine receptors 

opioid receptor affinity label- 

ing and, 193, 212, 215 

Kepone 

see Chlordecone 
Ketazocines 

gastrointestinal functioning 
Klebsiella pneumonia 

combined drug therapy for, 76 


L 


B-Lactam antibiotics 
antibiotic tolerance to, 353- 
58, 367-69 
LDSO0 test 
alternatives to, 227, 230-32 
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criticisms of , 226 


see Tetraethyi lead 
Lens hydration 
Donnan principle and, 694 
sorbitol accumulation in, 696 
Leukotrienes 
in bronchial asthma, 386-87 
Levodopa 
adverse effects of, 81 
combined drug therapy 
with carbidopa, 79-80 
Levorphanol 
opioid receptor affinity labels 
and, 199 
ligands 
putative receptor selectivity, 
444-49 
Light chain 
see Myosin P-light chain 
kinase 
Lipid partition coefficient 
in spinal opiates, 442 
Lipid peroxidation 
in tumor promotion, 514 
Lipomodulin 
phospholipase inhibitor, 397 
Lipophilic drugs 
pain therapy of, 59-60 
see also Xenobiotics 
Lipoxygenase pathway 
arterial relaxation and, 182 
Lisinopril 
as angiotensin converting en- 
zyme inhibitor, 313-15 
Liver 
detoxification, 716 
Long-terminal repeat sequences 
DNA-binding sites for growth 
hormone release com- 
plexes, 543-94 
glucocorticoid regulation, 
539-41 
mouse mammary tumor virus 
studies, 535-41 
Loperamide 
as antidiarrheal opioid, 261- 
62 


Lormetazepan 
in breast milk, 686 
Lucanthone 
schistosomiasis treatment by, 
485 
Lung iissue 
steroid effects in vitro, 395 
Lymphatic vasculature 
of the lung, 108 
Lymphoblastic leukemia 
cranio-spina! irradiation of, 24 
Lymphoblastoid cells 
3-deazauridine resistance of, 
23 


Lymphocytes 
steroid effects on, 389-90, 
396 
Lysosomal enzymes 
synergism in signal transduc- 
tion, 161 
Lysozyme 
glucocorticoid regulation of, 
542-43 
role of hormone regulatory re- 
gions, 545 


M 


Maleimidoacetamide 
morphine agonism of, 215 
Mammary pharmacokinetics 
of milk/plasma ratio, 668-70 
Manganese 
reproductive toxicity of, 579 
Mast cells 
steroid effects on, 394 
Maternal drug distribution and 
elimination 
models and simulations, 670- 
86 
four-compartment open 
model, 676-79 
one-compartment open 
model, 670-71 
three-compartment open 
model, 673-76 
two-compartment open 
model, 671-73 
Maternal pharmacokinetics 
as factor in milk/plasma ratio, 


McGill pain questionnaire 
use with spinal opiates, 438- 
41 


McKenzie test 

of steroid effectiveness, 390- 

91 

Meiotic nondisjunction 

Y-body test measurement, 569 
Memphis Medical Seminar, 24 
Meperidine 

respiratory effect of, 50 
Meptazinol 

respiratory effects of, 53 
Merck Foundation, 28 
Metaliothionein Ia 

glucocorticoid regulation of, 

542 

Methadone 

clearance by lungs, 99 
Methandinone 

and sports, 296 
Methicillin 

tolerance to, 372 
Methionine 

cysteine conversion, 716 
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and cysteine, 739 
in glutathione synthesis, 719- 
20 
Methyldopa 
in breast milk, 686 
N-methylcarbamate 
antitumor activity of, 487 
effect on schistosomes, 488— 
89 
3-Methyl-cholanthrene 
in xenobiotic metabolism, 107 
Methylene blue 
smooth muscle relaxants and, 
174-75, 179, 185 
3-Methylfuran 
see Clara cell toxicity 
Methylmercury 
reproductive toxicity of, 579 
N-Methy! naloxone 
gastrointestinal functions and, 
260-61 
Methylxantheses 
effects during exercise, 288- 


Methylxanthines 
effects on skeletal muscle, 
289-90 
Metkephamid 
cross tolerance of, 449 
Metoprolol 
effects during exercise, 281 
Metrifonate 
in schistosomiasis chemother- 
apy, 502-3 
Mezerein 
tumor promotion by, 515-18 
Michael acceptor ligands, 
in morphine receptor block- 
age, 215 
Midazolam 
respiratory effects of, 49-50 
Milk/plasma ratio 
drug-drug interactions of, 686 
drug metabolism effects on, 
683-84 
interindividual differences, 
686 
maternal disease and, 686 
milk volume effects on, 682- 
83 


models and simulation studies, 


670-86 
drug concentration profiles, 
679-82 
Minnesota, University of, 3 
Monamine oxidase inhibitors, 83 
Monanimes 
feeding modulation by, 133- 
39 


Monocrotaline 
effect on pulmonary hyperten- 
sion, 106 


Mononuclear phagocytes 
steroid effects on, 392-93 
in vitro, 395 
P-450 Monooxygenase system 
xenobiotic metabolism and, 
101, 108-12 
Morphine 
constipation antagonism ver- 
sus analgesic effects of, 
253 


opioid receptors 
affinity labeling, 193-94, 
200, 212 
tolerance and physical de- 
pendence, 214 
respiratory effects of, 50 
selective effects of, 436 
Morphinine 
morphine analgesia and, 203- 
4 


Motor function 
spinal opiates and, 450-53 
Mouse mammary tumor virus 
glucocorticoid regulatory re- 
gions in, 550-51 
viral life cycle studies, 535- 
41 
Mucus release 
steroid effects on, 395 
Murein hydrolases 
see Autolysins 
Muscarinic cholinergic receptors 
in phosphoinositides break- 
down, 150-51 
smooth muscle relaxation and, 
172, 179 
Mutagenesis 
tumor promotors and, 516-17 
Mycobacterial infection 
multiple drug therapy for, 71 
Myocardial infarction, 423-26 
Myosin 
-actin interactions, 611 
dephosphorylation, 595-97 
P-light chain kinase 
introduction, 593-94 
isometric force, 599-601 
in smooth muscle, 593-620 
phosphorylation 
by cyclic adenosine 3',5' 
monophosphate, 605— 
17 


Ca?*-calmodulin require- 
ments, 608-11 

cellular, 599 

cross-bridge cycling rates, 
601-4 


in vivo, 612-14 

properties of, 594-98 

smooth muscle contractility 
and, 593-620 

transients, 599-605 
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N 


NADPH 
glutathione redox cycle rela- 
tion to, 721 
Nasal challenge 
steroid test, 388-89 
Nasal epithelial lesions 
formaldehyde induced, 752 
Nasal mucociliary clearance 
apparatus 
formaldehyde effects on, 755, 
761 
Nasal mucociliary flow rate 
and formaldehyde, 751-53 
Nasal respiratory mucosa DNA 
aqueous phase and interfacial 
layer, 756-58 
morphologic changes, 754 
Nadolol 
in breast milk, 681 
Nalbuphine 
constipative effects of, 251 
Nalorphine 
and morphine constipation, 
254 


respiratory effects, 53-54 
Naloxone 
and constipation, 253 
eating behavior effects of, 136 
effects on systemic spinal opi- 
ates, 434 
respiratory effects of, 50, 54 
Naltrexone 
eating behavior effects of, 136 
gastrointestinal effects of, 
260-61 
opioid receptor affinity label- 
ing and, 207 
Narcotics 
analgesics and antagonists, 
50-53 
National Bureau of Standards 
polymer toxicity testing, 339 
National Cancer Institute 
Division of Cancer Treatment, 
25 
National Cooperative Drug Dis- 
covery Group, 25 
National Heart Institute, 28 
Nematodal infestations 
chemotherapy of, 10 
Neoplasma 
formaldehyde induced, 753 
Nephropathy 
diabetic, 709-10 
Napthalene 
see Clara cell toxicity 
Nerve conduction velocity 
diabetic neuropathy and, 705 
Nerve growth factor 
see Axonal transport 
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Neuropathy 
acrylamide and, 646-59 
Neuropeptide Y 
feeding stimulation of, 139- 
40 


taste modulation of, 130 
Neurotensin 
as satiety agent, 141 
Neurotoxicity 
animal testing alternatives to, 
237-38 
Neurotransmitters 
putative 
spinal opiates, 435 
Neutrophils 
relation to oxygen radicals, 
522 


Nifedipine 
and exercise, 285-86 
Niridazole 
central nervous system toxic- 
ity, 501 
mammalian oxidative metabo- 
lism, 500-1 
schistosomiasis chemotherapy, 
499-501 
Nitric oxide 
as vasodilator, 173-74 
Nitroglycerine 
and exercise, 286-87 
muscle relaxant, 185 
pulmonary vascular resistance 
and, 176 
as vasodilator, 172 
Nitroprusside 
pulmonary vascular resistance, 
176 
Nitrosoguanidine compounds 
and smooth muscle relaxation, 
173 
S-Nitrosothiols 
pulmonary vascular tolerance 
and resistance, 175-79 
Nitrous oxide 
respiratory effects of, 52 
Non-breathing techniques 
of carbon dioxide stimulation, 
43 
Noradrenaline 
developmental studies of, 12- 
13 
Noradrenergic transmission 
and norepinephrine release, 
623-24 
Norepinephrine 
pulmonary circulation clear- 
ance, 98-100 
release 
and hypertension, 621-41 
introduction, 621-22 
presynaptic modulation of, 
627-33 
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synthesis, storage and up- 
take, 633-34 
vascular neuroeffector junc- 
tion alterations, 625- 
27 
vasoconstriction and, 632-33 
[(?H] Norlevorphanol derivatives 
opioid receptor labels and, 


Normorphine 
gastrointestinal functioning 
and, 255 
Nucleosides 
quantification of, 22 
Nylon 6 
smoke toxicity of, 326-27 


O 


Occupational chemical exposure 
male reproductive dysfunction 
and, 567-92 
Oitipraz 
metabolites, 496-97 
schistosomiasis treatment, 
495-99 
Opiate alkaloids 
dorsal root ganglion cells, 436 
Opiates 
antidiarrheal, 261-62 
blood-brain barrier for, 257- 
58 
electrolyte absorption of, 262 
electrophysiology of 
review of literature, 773 
endogenous 
taste modulation of, 130 
feeding systems, 136-38 
gastrointestinal propulsion 
and, 249-73 
introduction, 249-50 
species differences, 250-51 
growth hormone release by, 
473 
peripheral selectivity of, 257- 
62 
Opioid peptides 
gastrointestinal propulsion 
and, 262-65 
gut and brain relationships, 
264-65 
pyloric contraction and, 263- 
64 


respiratory depression and, 
59 


review of literature, 773-74 
Opioid receptor affinity labels 
electrophilic 
agonists, 201-6 
antagonists, 206-15 
covalent bonding, 214 


photoaffinity and, 198-201, 
217 


selectivity of, 195-98 
introduction and nomencla- 
ture, 193-95 
nonequilibrium binding, 216 
recognition amplification of 
receptor types, 196-98 
Opioid receptors 
gastrointestinal propulsion, 
binding sites, 252-54 
review of literature, 774 
spinal receptors, 433-62 
see also Spinal receptors 
Opthalmic irritancy testing 
animal testing alternatives to, 
232-35 
Organic nitrates 
vascular tolerance to hypoten- 
sive action of, 177-79 
Ornithine decaboxylase 
axonal repairs and, 654 
Ovalbumin gene 
hormone control region, 547- 
48 
Oxacillin 
tolerance by staphylococci, 
372-73 
Oxamniquine-hycanthone 
cross resistance, 489-91 
intercalation of, 490 
schistosomiasis therapy, 489- 
91 
Oxford University, 12-13 
Oxygen radicals 
defense mechanisms against, 
514-16 
detoxification of cells, 522 
tumor promotion and, 509-28 


P 


PA2 testing 
morphine constipation and, 


pH 

autolysin activity effected by, 
Pain therapy 

patient-controlled techniques, 


respiratory depression and, 59 
Pancreozymin 
phosphoinositides disappear- 
ances and, 151 
Para-amenobenzoic acid 
use in multiple drvg therapy, 
72-73 
Paraquat 
accumulation in iungs, 102-4, 
113-14 
uptake by lungs, 104 
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Para-tertiary butyl 
benzoic acid 
fertility studies, 583 
Parkinsonism 
combined drug therapies, 79- 
84 
peripherally selective opioid 
antagonists, 266 
Penicillin 
combined drug therapy with 
gentamicin, 75 
probenecid, 77 
streptomycin, 75 
cyclohexadiene derivative of, 
19 


tolerance to, 368, 370-72 
Penicillin mutants 
antibiotic tolerance, 349 
Pentachlorophenol 
reproductive toxicity of, 580 
Pentazocine 
constipation and, 251 
respiratory effects of, 53 
Peptides 
effects on feeding 
see also Eating behavior 
food intake modulation, 135 
selective effects of, 436 
Perfluoroisobutylene 
smoke toxicity of, 335-37 
Perikarya 
and acrylamide axonopathy, 
659 
chromatolysis of, 655 
neural regeneration and, 653- 
55 
Peripheral sympathectomy 
and hypertension, 624 
Peristalsis 
gut 
opioid receptors and, 266 
Pernicious anemia 
early research on, 11 
Pesticides 
reproductive toxicity of, 579 
Pethidine 
and constipation, 251-52 
Pevalopril 
angiotensin converting enzyme 
inhibitor, 311 
Pfizer compounds 
see Oxamniquine 
Phagocytosis 
oxygen free radical generation 
and, 516 
Pharmacology 
review of new series, 769- 
71 
structure-activity relationships 
in, 4 
see also Clinical pharma- 
cology 


Phenactin 
in breast milk, 684 
Phenazocine 
gastrointestinal functions and, 
256 


Phenobarbital 
glutathione efflux, 725 
tumor promotion, 520 
Phenotype 
tolerance of, 370 
B-Phenylethylamine 
pulmonary clearance of, 98 
satiety system, 139 
Phorbol esters 
protein kinase C interactions, 
159-60 
tumor promotion, 518-28 
Phorbol-myristate-acetate (PMA) 
clastogenic activity, 519 
tumor promotion of, 510- 
18 
Phosphatidylinositol 
and signal transduction, 147- 
70 
Phosphodiesterases 
Ca?* sensitivity of, 153 
heterogeneity of, 155-57 
phosphoinositides hydrolysis, 
153-54, 157 
Phosphodiesterase inhibitors 
cyclic guanosine 3',5' 
monophosphate, 186 
Phosphoinositides 
hydrolysis of, 152, 157 
phosphorylation, 149-50 
resyntesis cycle, 149-50 
turnover 
C-type cleavage, 152-54 
see also Inositol phospholipid 
Phospholipase A2 
smooth muscle relaxation and, 
182 
Phospholipase inhibition 
steroid action in, 397-98 
Phototoxicity 
animal testing alternatives, 
236 
Pittsburgh, University of 
polymer toxicity testing, 340- 
41 
Pituitary hormones 
growth hormone releasing fac- 
tor and, 475 
Planaria 
neurotoxicological studies, 
238 
Plasma catecholamine 
neurotransmission in hyperten- 
sion, 624 
Plasma glutathione 
functions of, 728-31 
tissue utilization, 739 
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Plasminogen activators 
tumor promotion, 511 
see also Streptokinase therapy, 
Urokinase therapy 
Platelets 
sorbitol accumulation of, 709 
Pneumococcal mutants 
antibiotic tolerance of, 349 
Pneumoccoi 
antibiotic tolerance of, 356-57 
Polamine transport system 
see Paraquat, accumulation in 
lungs 
Polyamines 
axonal repairs and, 654 
Polybrominated biphenyls 
fertility studies with, 583-84 
Polycyclic aromatic hydrocar- 
bons 
see Carcinogenesis, chemical 
Polymorphonuclear leukocytes 
skin allergies, 387-88 
steroid effects on, 391-92 
tumor promotion and, 512-20 
Polyol pathway 
see Sorbitol pathway 
Polypoid adenomas 
and formaldehyde inhalation, 
747, 751-53 
Polyvinylchloride 
reproductive toxicity, 582 
smoke toxicity, 335 
Potassium deficiency 
diuretic induced, 85 
Prazapam 
in breast milk, 684 
Praziquantel 
in breast milk, 679 
schistosomiasis treatment, 
485, 493-95 
Prazosin 
effects during exercise, 284 
85 


Presynaptic receptors 
hypertension and, 631, 635 
norepinephrine synthesis, stor- 

age and uptake, 630, 
633-35 

Primary afferents 
Spiiai opiates and, 435-37 

Probenecid 
use in combined drug therapy, 

77 

Procainamide 
in breast milk, 684 
and exercise, 287-88 

Progesterone 
fusion gene responsiveness to, 


receptors, 533-55 
Propranolol 
in breast milk, 681, 686 
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and cyclic-guanosine 3',5' 


monophosphate 
and exercise, 276, 281-82 
Prostacyclin 
smooth muscle relaxation and, 
180 
Prostaglandins 
smooth muscle relaxation and, 
180-82 
steroid effects, 397 
synthesis 


in lungs, 109 
in perivascular celis, 103-4 
Prostatic C3 gene 
androgen inducibility, 598 
Prostatic valves, 427 
Protease 
tumor promotion and, 510-12 
Protease inhibitors 
tumor formation and preven- 
tion, 511, 513, 517, 522 
Protein 
axon maintenance by, 644 
DNA interactions with, 541 
Glucocorticoid regulation of, 
541 
growth hormone release com- 
plex formation, 546 
kinase C 
activated by diacyglycerol, 
158-59 
cyclic-guanosine 3' ,5' 
monophosphate depen- 
dent, 184-87 
as mobile receptor for 
tumor promot.on, 159- 


penicillin-binding, 353-55 
perikaryal and axon lesion re- 
pair, 653-55 
synthesis 
antibiotic tolerance and, 357 
steroid hormone effects of, 
396-97 
and transport, 650-51 
Pseudomonas aenuginosa 
combined drug therapy of, 76 
Psychopharmacology 
review of literature, 769-70 
Pteroylglutamic acid 
use in multiple drug therapy, 
72-73 
Pulmonary disease 
respiratory effects of che- 
motherapy, 58, 59 
Pulmonary embolism 
treatment of, 415, 421-22 
Pulmonary epithelium 
and xenobiotic metabolism, 
108-14 
Pulmonary fibrosis 
xenobiotic effects on, 106 
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Pulmonary hypertension 
and xenobiotics, 106 
Pulmonary inflammatory dis- 
eases 
xenobiotic induced, 104 
Pulmonary phospholipidosis 
xenobiotic induced, 101 
Pulmonary vasculature 
characteristics of, 102-4 
oxidant-induced alterations, 
106 
Pulmonary ventilation 
and formaldehyde, 750 
Purinergic feeding system, 135 
Pyridoxine 
acrylamide axonopathy, 658- 
59 
use in combined drug therapy, 
80 
Pyruvate 
and acrylamide axonopathy, 
658 


Q 


Quantitative structure toxicity re- 
lationship 
in animal testing, 231 
Quaternary ammonium com- 
pounds 
and gastrointestinal functions, 
259-61 
Quinacrine 
and cyclic-guanosine 3',5' 
monophosphate, 182 
Quinidine 
and exercise, 287-88 


R 


Radiation 
DNA damage from, 520 
ionizing, 521 
reproductive toxicity of, 
580 
Rebreathing technique 
of carbon dioxide stimulation, 
43 
Receptology 
review of new literature, 772 
Red oak 
see Smoke toxicity 
Renal hypertension 
relation to angiotensin II, 20 
Reproductive dysfunction 
occupational chemical expo- 
sures and, 567-92 
Respiration 
barbiturate hypnotics effects 
on, 56 
depression of, 45 


effects of drugs on, 41-65 
CO? response, 42-43 
CO? stimulation, 43-45 
introduction, 41 
measurement techniques, 41 

see also Respiratory de- 

pression 

Respiratory burst 
in tumor promotion, 512, 519 

Respiratory depression 
ceiling effect, 54 
formaldehyde and, 752, 761 
narcotic antagonist induced, 

54 

Respiratory mucosal DNA 

covalent binding with formal- 
dehyde, 762 

Respiratory stimulants 
Doxapram, 60 

Retinal capiliary basement thick- 

ening 
in diabetics, 704 

Retinoids 
in tumor promotion, 517 

Retinopathy 
in diabetics, 703-4 

Rhabdomyolysis 
and alcohol during exercise, 

295 


amphetamines and, 297 
Rhinitis 
steroid therapy for, 389 
Rifampin 
in tuberculosis treatment, 71 
RNA 
in gene expression regulation, 
531 
polymerase II 
in DNA transcription, 535- 
39, 550-52 
interaction with steroid hor- 
mone receptor com- 
plexes, 550 
synthesis : 
and axonal lesion repair, 
654 
effects of lucathone and 
hycanthone, 486 
sex steroid effects on, 547 | 
steroid effects, 397 
viral 
life cycle of, 535-36 


Saccharin 
tumor promotion and, 520 
Saint Jude Children’s Research 
Hospital, 22-24 
Salicylates 
and exercise, 291-93 
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Salicylazosulfapyridine 

in breast milk, 684 
Sarcoidosis 

effects of xenobiotics on, 


Schistosomal gluthathione 
reduction by oltipraz, 496 
Schistosomiasis 
chemotherapy, 485-508 
Secretin 
plasma growth hormone con- 
centrations, 476 
Selenium 
deficiency, 727 
Serotonin 
and norepinephrine release, 


as satiety agent, 138-39 
Sex steroids 
gene expression regulation of, 
546-50 
mammalian gene response to, 
548 
receptors and 
DNA binding to, 549-50 
Skin allergies 
allergen challenge, 387-88 
steroid therapy, 383-84, 387- 
88 
Skin mast cells 
steroid effects on, 391 
Sliding filament theory 
of muscle contraction, 594, 
598 
Slowly effluxing pool 
Xenobiotic clearance of, 99 
Smallpox 
chemotherapy of, 17 
Smoke toxicity 
acute toxicity measurement 
amount-effect-planned dura- 
tion studies, 329-33 
amount-effect-time 
approach, 327-28 
repeatability and reproduci- 
bility, 342-43 
time-to-effect approach, 
326-27 
inhalation fatalities 
extrapolation from animals 
to humans, 336-37 
toxicity data, 333-36 
legal aspects, 325 
Smooth muscle relaxation and 
contraction 
cyclic-adenosine 3' ,5' 
monophosphate, 613 
Sodium nitroprusside 
and nitric oxide formation, 
173 
Somatostatin 
feeding effects of, 133 


growth hormone secretion reg- 
ulation, 468-70 
hypothalamic, 474-75 
Somatostatin antiserum 
use in growth hormone secre- 
tion studies, 471-73 
Sorbinil 
affect on diabetic neuropathy, 
705-6 
as aldose reductase inhibitor, 
697 
reversal of diabetic cataracts 
with, 702 
Sorbitol 
lenticular accumulation of, 
693 
relation to lens hydration, 696 
Sorbitol pathway 
conversion of glucose to fruc- 
tose, 691-92 
Soybean 
as protease inhibitor, 523 
as tumor izhibitor, 5i 1-12 
Soybean trypsin 
tumor promotion by, 513-17 
Sperm morphology 
correlation with chemical ex- 
posure, 569 
Spinal nociceptors 
suppression by opiates, 434 
Spinal opiates 
antinociceptive effects of, 


behavioral effects of, 437-50 
binding sites, 435 
effects on primary afferents, 
435-36 
intrathecally administered, 
441-45 
introduction, 433 
mechanisms of, 434 
motor function effects of, 
450-53 
naloxone antagonism, 448— 
49 
postsynaptic effects of, 436 
structure-activity relationships, 
443-48 
tolerance and cross tolerance 
of, 449-50 
Spinal receptors, 442-43 
Spironolactone 
use in combined drug therapy, 
85 
Squamous cell carcinomas 
antiotensin converting enzyme 
inhibitors and, 316 
formaldehyde and, 747, 751- 
52, 761 
Squibb Institute of Medical Re- 
search, 18-22 
Staphyivcocci 
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antibiotic tolerance of, 349- 
51, 369-73 
Staphylococcus aureus 
combined drug therapy for, 76 
Steroid hormone 
induced cell differentiation by, 


receptor localization, 531 
two-step model of action, 
530-31 
Steroid receptors 
activated forms of, 533-34 
functional domains of, 534 
unactivated forms of, 532-33 
Steroid receptor complexes 
gene transcriptional activation, 
550-57 
structure of, 557 
Steroids 
anabolic 
and exercise, 295-97 
antiinflammatory, 512 
molecular theories of, 396-99 
vasoconstricting effects, 390- 
91 
Streptococci, group D 
antibiotic tolerance of, 360, 
369-70 
Streptokinase 
antigenic response to, 415 
high-dose, brief duration in- 
travenous infusion, 425— 
26 
local intracoronary perfusion, 
425 
myocardial infarction treat- 
ment, 424 
plasminogen activator com- 
plex, 427-28 
pulmonary embolism treat- 
ment, 422 
sustained 24-hour intravenous 
infusion, 424 
thrombolysis therapy with, 
414-16 
Streptomyces chromofuscus 
angiotensen converting en- 
zyme inhibitor produc- 
tion, 310 
Substance P - 
antidipsogenic effect of, 130 
Sufentanil 
opioid receptor affinity label- 
ing, 209-10 
Sulfamerazine 
developmental studies of, 8- 
9 


Sulfhydryl 
acrylamide neuropathy and, 
648 
Sulfobetaine dimethylthetine 
developmental studies of, 8 
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Sulfobromophthalein 
glutathione efflux and, 725 
Sulfonamides 
use in combined drug therapy, 
0 


Superoxide dismutase 
in tumor promotion, 513-19 
toxicity to lungs, 104 
Superoxides 
see Superoxide dismutase 
Sympathectomy 
peripheral 
in hypertension, 624 
Sympathetic nerve activity 
and hypertension, 622, 635 
plasma catecholamines and, 
634-35 
Synaptic reflexes 
spinal opiates and, 450-51 
Synthetic polymers 
autoignition temperatures of, 
339 
and smoke toxicity, 325-47 
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Teprotide 
angiotensin converting enzyme 
inhibition, 308 
Teratogenicity 
in vitro screening tests, 239 
Tetracaine 
opthalmic irritancy testing, 
232 
2,3,6,8-Tetrachlorodibenzo- 
dioxin 
reproductive effects of, 581 
Tetraethy! lead 
relation to spermiogenesis and 
chromosome damage, 
573 
10-Tetrahydrebenzo(a)pyrene 
pulmonary clearance of, 112 
A9-Tetrahydrocannabinol 
B-CNA studies, 210 
respiratory effects of, 58 
Tetramethylen glutaric acid 
and diabetic cataract preven- 
tion, 696 
as sorbitol inhibitor, 709 
Thiazides 
hemodynamics during exer- 
cise, 276 
Thiazolidine 
glutathione synthesis and, 
718-19 
Thiopental 
respiratory effects of, 48-51 
Thrombolysis 
mechanisms of, 413-14 
therapy 
adverse reactions, 418-19 
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monitoring of, 417-18 
see also Streptokinase, Uro- 
kinase 
Thrombosis 
cerebral venous sinus, 426-27 
deep-vein, 419-21 
Thyroxine 
effects on xenobiotic uptake, 
110 
(?H] Thymidine 
formaldehyde and cell prolif- 
eration studies, 754-55 
Thyrotropin releasing factor 
pituitary glutathione release 
and, 474 
Tilidine 
respiratory effects of, 50 
Tissue plasminogen activator, 
427 


Tobacco smoke 
tumor promotion of, 520 
Tolvene diamine 
reproductive toxicity of, 578 
Toronto, University of, 3 
Tosyl-phenylalanine- 
chloromethyl ketone 
tumor promotion of, 511 
Toxic substances 
absorption effected by temper- 
ature, 568 
Toxicology 
careers in, 39-40 
economic factors of research, 
37-38 
environmental effects on stud- 
ies, 33-37 
legal aspects of, 38-39 
measurement techniques, 33- 
34 
public awareness, 38 
Tranquilizers 
dependence upon, 775 
narcotic mixtures of, 58 
Transcription 
yeast mating type genes, 554 
Triameterine 
use in combined drug therapy, 
5 


N(2,4,5,-Trihydroxyphenethyl) 
normetazocine 
opioid receptor affinity label 
binding and, 216 
Trimethoprim-sulfamethoxazole 
use in combined drug therapy, 
72-714 
Tri-peptide analogs 
as angiotensin converting en- 
zyme inhibitors, 316- 
17 
Triptophan oxygenase genes 
glucocorticoid regulation of, 
542 


Tuberculosis 
treatment of, 71 
see also Refampin 
Tyrosine amino-transferase genes 
glucocorticoid responsiveness 
of, 542 
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Upjohn Laboratories, 18 
Uridine-cytidine kinase 
developmental studies of, 22 
Urinary tract infections 
combined drug therapy for, 78 
Urokinase therapy, 416-17 
Uteroglobin 
responsiveness to sex steroids, 
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Valproic acid 
in breast milk, 686 
Valsalva maneuver 
spinal opiates and, 452 
Valvular vegetations 
antibiotic tolerance testing 
with, 370-71 
Vancomycin 
tolerance to, 367-68 
Varapamil 
effect on exercise, 285-86 
Vascular endothelium 
steroiil effects on, 390 
Vascular neuroeffector junction 
see Presynaptic receptors 
Vascular neuroeffectors 
and hypertension, 622, 625- 
27 
Vascular smooth muscle relaxa- 
tion 
and cyclic-guanosine 3',5' 
monophosphate, 171-91 
see also cyclic-Guanosine 
3',5' monophosphate 
Vasoactive amine 
xenobiotic effects of, 103 
Vasodilators 
nitrogen containing, 177 
nitrogen-oxide containing, 174 
Vasopressin 
in phosphoinositide disappear- 
ance, 151 
Vinyl! chloride monomer 
reproductive toxicity of, 582 
Viridans 
antibiotic tolerance of, 367-70 
Vitamin A 
role in tumor promotion, 513 
Vitamin D 
receptors, 533 
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Vitellogenin complex 
sex steroid responsiveness to, 
549 
Vitellogin gene 
effects of steroid hormones, 
552-53 


W 


Western Reserve University, 9- 
12 
White blood cells 
steroid effects on, 389-90 
Wood 
see Smoke toxicity 
Wool 
smoke toxicity of, 326 


WY-44,221 
as angiotensin converting en- 
zyme inhibitor, 311 


X 


Xanthine-xanthine oxidase 
DNA breakage, 519 
xenobiotics 
in lungs, 97-112 
carrier-mediated transport, 
114 
clearance from, 115-18 
diffusion across pulmonary 
epithelium, 109-12 
metabolism 
in lungs, 101-2 
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in pulmonary vasculature, 
107 


Y 


Yale University, 13-18 
YS 980 
as angiotensin converting en- 
zyme inhibitor, 311 
Yohimbine 
norepinephrine release assays 
of, 631 
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Zofenapril 
as angiotensin converting en- 
zyme inhibitor, 311 
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